Antigen presentation and self-nonself discrimination.
Self-nonself discrimination is primarily carried out by T cells. Since the ligand recognized by T cells is a complex formed by antigenic peptides bound to MHC molecules, positive and negative selection of T lymphocytes must be based on the recognition of complexes formed by self-peptides bound to MHC molecules. This requires that self-antigens are continuously processed, bound by MHC molecules, and presented to T cells under conditions inducing both positive selection of T cells potentially able to recognize foreign antigens and negative selection, either by physical deletion or functional inactivation, of potentially autoreactive T cells. Self-nonself discrimination is not confined to intrathymic development of T lymphocytes, but it is a continuing process among peripheral T cells. Accordingly, autoimmunity is induced when self-antigens, or foreign antigens cross-reactive with self antigens, bound to MHC molecules, are presented under conditions able to activate self-reactive T cells. Based on these premises, a way of interfering with the induction of autoimmune diseases could rely on blocking the MHC binding site presenting the autoantigen.